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GUIDANCE FOR I~D~~TR~~ 

Major, Minor, and Telephone Amen 
to Abbreviated New Drug A~~li~~ti~~~ 

represents the Food and Drug A~~jstrati~ll’~ (FDA’s) current thinking on this 
not create or confer any rights for or on any person and does not operate to bind 

FDA or the pub&c. An alternative approach may be used if such approach satisfies the 
requirements of the applicable statutes and regulations. 

This guidance is untended to document the O&e of Generic Drugs’ (QGD’s) policy regarding the 
determination of major, minor, and telephone amendments to original Q+HC~ ~~~~~~~~e~~~~ 
a~~rev~at~d new drug a~~~~~ati~ns (ANDAs).~ The guidance was originally entitled 84@~, 
~j~~~~~ FAX, am? ~e~e~~Q~~e Amendments TV ~~j~j~~~~ A b b~~vj~~~~ New Dng ~~~~~~~~~~~~~ 
(revised May 2000). This guidance is a revision of the May 2000 guidance. Revision 2 of the 
guidance (I) deletes the FAX amendment designation, which was found to be unne~essa~, 
(2) now applies to supplemental applications as well, and (3) changes the criteria for de~er~~jning 
the type of amendment. The changes in criteria should result in more a~~endl~ents being 
categorized as minor and fewer as rncz&~ A minrrr amendment request (generatfy reviewed 
within 30 to 60 days) has a higher priority than a major amendment Since the review of a ~~~n~r 
a~~~ndment takes place suuner than a major amendment after the original review, there is not a 
Lang break in the review prcxess far a minor amendment. The response to a major arnend~~e~t 
request, however, goes into the 1 W-day queue. This process causes a greater time lapse from 
when the original review was dune and results in reviewers having to refal~~~iar~ze themselves 
with the app~~cat~~~. It is expected that the new policy will help in moving ap~~~~at~~~s through 
the approval process more quickly than under the previous policy. Thus the total time for 
approval ofANI>As will. be reduced. 



POLICY 

A. How does the Off&x of Generic Drugs classify ~~~~d~~~~s? 

~e~~ra~~y, the considerations used to categorize amendments requested by OGD are 
determined by the nature of the chemistry, manufa~tu~ng, and controls (CMC), 
~~~cr~bi~lugy~ Iabeling, and/or bi~~qu~va~~n~~ deficiencies. 

OGD classifies amendment requests to ANl’IAs as major, minor, or telephone. Major 
amendments have the same review priority as original, unreviewed ANDAs and are 
reviewed in accordance with OGD’s first in-first reviewed procedure. Minor amendments 
have a higher priority than major amendments because they often mean an ap~l~~at~~n is 
close to approval ar?d shoutd, therefore, be given priority. The issuance of major QT minor 
amendment requests stops the review cfock while the applicant addresses the deficiencies 
noted by OGD, but telephone amendment requests do not stop the clock unless the 
applicant does not respond within the specified time. Telephone amendments represent 
the reviewer’s highest priority work assignments. Minor amen ments are reviewed when 
the reviewer completes his or her current assignment. 

. When is an rlmendment ~l~ss~~~d as major? 

Responses to the following examples of deficiencies would result in a major a~~~ndrn~~~t. 
This should not be considered an a~~-~n~~usiv~ fisting. 

1. Manufacture of a new batch of drug product (with sup~~~i~g ~nf~rrnatj~n~ far any 
reason; for example: 

Cornp~s~t~~n change or ref~rrnu~at~~n 

Change in the source of a drug substance 

Change in manufacturing site 

Need for a new bioequivalence study (21 CFR 320.21) 

New in vitro study for a specific product (e.g., metered dose inhalers) 

Change in majur manufacturing process 

New strength of the product 

~nac~~~tab~~ impurities or ~rnpurjty levels (21 CFR 3 I ~.9~(a)(9)~ 

~nac~e~tab~e excipients found during the review (21 CFR 3 I %.9%(a)(9)) 

Failed stability data 

Change in the container-closure system (other than solid oral dusage 
forms) 

2 



2. New b~~equiva~en~~ study (21 CFR 320.21) that is not related to manufa~t#r~ of a 
new batch of the drug product 

3. New analytical methods and till validation data (2 1 CFR 3 24.94(a)(9)) 

Any other e~rcumstan~es that might be Guns~dered to be a major amendment shuuld get 
division level concurrence, including an assessment that the application is of such overall 
pour quality that substantive review is not possible. 

Many of the de~c~en~i~s that would be categorized as a major amendment for ~h~rn~st~ 
would also pertain ta the sterifity assurance and/or rn~~r~bi~~~gy review (i.e., change in 
facility or container-erasure system). Generally, the microbiology review would not af&ct 
the designation determined through the CMC review. However, in rare instances, the 
sterility assurance and/or rni~rQb~u~~gy reviews, rather than chemistry, may determine the 
major amendment designation. This could occur, for example, when extensive validation 
work is necessary (21 CFR 3 14.94(a)(9)). 

Except for those amendments that are classified as ~~~~~~~ or ~~~e~~~~~~~, amendments will 
be designated as ~&or. Minor amendments c&en consist of deficiencies that are outside 
the controf of the applicant or deficiencies that are more easily addressed than those irr a 
majur amendment. Though most amendments wilI likely be nzi~sur, some examples 
include, but are not limited to: 

1. Deficiencies in the drug master file (DMI?) 

2. Problems regarding good manufacturing practices ( 

3. incomplete dissolution data 

4. ing deficiencies that have not been adequately addressed 

SteriIity assurance and/or microbiology issues that would likely take less than a till day to 
review would generally fall into the minor amendment category. However, as stated 

reviously, the rni~r~b~~l~gy designation is determined by the chemistry review. 
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D. When is an amendment ciassif’ied as a t&phone a~e~d~~~t?3 

Ifan amendment would otherwise be classified as minor, but the deficiencies are of a 
limited number or complexity, it can be classified as a telephone amendment at the 
discretion of the reviewer’s team Ieader, Should this determination occur with the first 
review cycle af a new application, the division director’s or the deputy division director’s 
~~~~urrence will be sought+ 

The ap~~~ca~t should provide a complete and satisfa~to~ response within 10 calendar days 
of the call. Such deficiencies include: 

1. Clari~~at~u~ of data already submitted 

2. ostapproval commitment 

3. Final resolution oftechnical issues, such as ~nal~~ati~~ of specifications 

To expedite the review? telephone amendments can also be requested during the final 
d~v~si~~ or aEce level administrative review oif an ANDA, im~~ediately before tentative or 
final approval. 

QCD attempts to review major amendments within 180 days and to review minor 
amendments within 30 to 60 days. However, not all minor amendments can be reviewed 
within 60 days. The response to a telephone amendment is reviewed upon receipt. 

B. When is an amendment redesignated1 

e s~tuat~~~s during the review crf an ANDA that result in the redesignation of 
an amendment and consequently the status of the ANDA. For example, the chemistry 
review and the rn~cr~b~~l~gy review of an ANDA can be completed in diEerent 
t~me~ames. If the chemistry review is c;ompleted fn-st and it is appropriate, OGD wifl 
issue a request fur a minor amendment response to the deficiencies. If the rni~r~bi~~~gy 
review subsequently reveals major deficiencies, these will be ~~l~rnunicated to. the 
a~p~~~ant as a request far a major amendment response. This action wi!l also change the 
chemistry response to a major amendment. 

In some cases, the results af a bi~equivalen~e or labeling review will result in the 
redesignation of an amendment. For example, if an ANDA is in minor status fur chemistry 
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and it is subsequently determined that an in vivo b~oe~uiva~e~Ge study fails, a redesignation 
to major will occur. Redesignation to a minor amendment might also OGGW whew a 
chemistry or microbiology tefephone amendment request has not been responded to within 
10 days of QGD’s request. 

Reviewers will conduct their reviews according to ficies, The reviewer makes the 
initial r~Gommendat~o~ to the team leader regarding clas cation of the amendment to be 
requested. The team leader will conduct the secondary review and concur with the 
amendment cfassifkatian, if ap~rop~ate. Division directors (or deputies) will complete 
any tertiary reviews indicated. ff an applicant requests reclassification of an amendment, 
the director or deputy will review that request. Applicants should respond to all requests 
for amendments on time and ensure that two hard copies are submitted (2 1 GFR 3 14.9 
of any material communicated to UGD by facsimile or telephone. 

Labeling reviewers will transmit labeling deficiencies directly to the applicant via facsimile 
in the absence of any CM%, mj~rob~ology, or bioe~~ivalen~e deficiencies, or in the event 
the labeling review is completed after the remaining deficiencies have been communicated 
to the applicant. Unless otherwise specified, fabeling deficiencies will be issued by 
facsimile. 


